Serial No. 10/066,801 

Remarks 

Applicants thank the Examiner for the indication of allowable subject 
matter in claims 1 - 26. 

Claims 27 and 29 were rejected under 35 USC §112, second paragraph as 
being indefinite. Claim 27 has been amended so that claim 27 is now dependent 
from claim 26, which recites a pharmaceutical composition. Applicants 
respectfully submit that claims 27 and 29 are now in condition for allowance. 

Claims 28 and 29 were rejected under 35 USC §112, first paragraph. The 
Office Action suggests that the specification does not support the claimed subject 
matter. Applicants respectfully traverse this rejection. With regard to the 
claimed treatment of pain, the Formalin test in mice described in paragraphs 
[0039] to [0044] of the specification as filed demonstrates the effectiveness of the 
claimed compounds. 

The specification also demonstrates that the claimed compounds show an 
affinity for the NMDA-receptor channel, as shown in the receptor binding studies 
found at paragraphs [0030] to [0038] of the specification as filed. It is generally 
accepted among those skilled in the art that the NMDA-receptor channel is a 
suitable target for treating the various disorders claimed in claims 28 and 29. As 
evidence of this, attached to this response are drug abstract listings from several 
issues of the Drug Data Report published by Prous Science of Barcelona, Spain. 
For example, compound 225249 is described as a noncompetitive antagonist at 
the glycine site of the NMDA receptor. The abstract for compound 225249 states 
that the compound is "potentially useful for the treatment and prophylaxis of 
cerebral ischemic/anoxic disorders, and for the treatment of neurodegenerative 
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disorders such as Parkinsonism and Alzheimer's disease, as well as epilepsy, 
schizophrenia and migraine." Thus, compound 225249 is described as having the 
capability to treat a wide variety of conditions based on its affinity for the NMDA 
receptor. In another example, compound 315794 is described as a glutamate 
antagonist with activity against sites that include the glycine site of NMDA 
receptors. Compound 315794 is described as "Potentially useful for the 
treatment of cerebral ischemia, chronic neurodegenerative disorders including 
Alzheimer's disease, Parkinson's disease and Huntington's disease, seizure 
disorders, schizophrenia, anxiety, pain and drug abuse." 

As seen in the drug abstracts, those of skill in the art recognize that 
compounds with an affinity for the NMDA-receptor channel have beneficial 
treatment properties against a wide range of conditions, not just a single 
condition. Additionally, the 6 highlighted compounds show activity at the 
NMDA-receptor and each of the compounds treats a plurality of the conditions 
recited in the claims. As a result, those of skill in the art would recognize that 
the claimed compounds would be effective for treatment of the conditions recited 
in the claims based on the affinity of the claimed compounds for the NMDA- 
receptor channel. Thus, Applicants respectfully request allowance of claims 28 
and 29. 

In view of the foregoing amendments and remarks, the application is 
respectfully submitted to be in condition for allowance, and prompt, favorable 
action thereon is earnestly solicited. 
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If there are any questions regarding this amendment or the application in 
general, a telephone call to the undersigned would be appreciated since this 
should expedite the prosecution of the application for all concerned. 

If necessary to effect a timely response, this paper should be considered as 
a petition for an Extension of Time sufficient to effect a timely response, and 
please charge any deficiency in fees or credit any overpayments to Deposit 
Account No. 05-1323 (Docket #148/50871). 



CROWELL & MORING, LLP 
P.O. Box 14300 
Washington, DC 20044-4300 
Telephone No.: (202) 624-2500 
Facsimile No.: (202) 628-8844 




Respectfully submitted, 



July 8, 2003 



J. D. Evans 

Registration No. 26,269 
Lawrence E. Carter 
Registration No. 51,532 
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225249 

6-PhfinyUfwtlazoll ,2-e]pyraziri-8[7H}-ane 



/ CTION — NcncampctfcVo antagonist crt the glycine *lie of 
the NMDA racepior, pntantlnlly i lsmuj] <or lha trealmeniand 
prophylaxis of ceiebraJ iscl jemlc/ajiorfc dZsonsens. and for 
the treatment of neurodegenerative disorders such as par- 
kinsonism and A&Jitimfer 1 * disease, as Well as epilepsy, 
schizpphrorfiaanci iiiiyiaiiiw. other exempjtrtea rrwriazopy- 
razincnos inchid* ttie following: 




223143; CigH UlHJrtt R1=RZ= H, A= CH2CH2, X= Br 
ZZ81W; CI BH15-Bf*fc Rl= Br, R2- H, Ap CH2. X= Br 
2201 4Sj 010-1 l15-ChFN<H: F, R2* H, A= CH2, Xac C4Q4 
2B14B! C19-H1B-CU\W14? Rl=K RZ» Mo. A-CU2, *.CKM 
28117; C21'H2l-CWK>* R1=R2= H, A=r C(Me)2=C C104 
ZBTHR C;i8-H1 B-Br-M: R1=R2a» H. A= HHP, V= Br 

6X3URCg"-Sterfino Winthrop. 

i.OiMamwmat^. U4_ dm Ma&rn^J.* (SitrPha Wittvw. trwj fiLHsJuSndL-* n. 



"Up 



227509; C12-HSO-N3-0: R= <H3-Ph 
227810: C12-H7-D7.N.'WV R=a<MCf)2-Ph 
227CH; 0114M4M; R-frfy 
227512: Cl0+<7.N3-O2i *fiiryl 

SQVBCe - ftn6ne-Haulanc Horer. 

REFERENCES 
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bnizui6]qu!riollzlnium percnioraie 



226654 

9-Hydffixy.l AS A6.11 .11*12.13,14,16,1 Modecahvdro- 
6.1 1 (1 ; Jfjcydopenrflbrapv[/i]iiiiioori2lne hydrob wmlio 




G1fl-H23J\J.n HRr : M(3I 350-30 

ACTION - Nm ironrotecih/Q agent that potamly binds to the 
ptaicyiSWlit* (PGP) receptor CK, = &31 nM against pHj- 
TCP binding fn rat brain preparations), and thus acta as a 
norttompnrfflv* antagonfel of the NMDA rocoptor. Com- 
poumJ ahuwttfti an t$s D or 42 nM for inhibition 01 nmda* 
induced nourotoxfoity in cultured fetal mouse brain neu- 
rons. Another j^vutfically claimed 6,11-cydyl- 
1 ,2,3.4.5.6, 11 ,11 a-urfal iydfobenzo(^umoi<ane [si 




Clfl-Hlfl-CI-NOS ; Mo! wc 347.60 

A C 7VON - N europraiecti ayeiii itiaL binds 10 me prrency- 
drdine (PCP) reoeptor (K, = 368 nM against binding ol 
PHVTCP mrai brain preparations), and thiw^rtsasa non- 
competitive antagonist of the NMDA itttplor. Compound 
antagonized NMDA-inducpd neurotoxMry m cultured fatal 
mouse cortteal neurons s baod nw). a compound 
within a series of 6i11^ubstiajted-6 ( ll-diiivdfobenzn' 
(ojquinolianlum sails, whoroln tho following ore aba 




2*0142; Cia-H2^-NK?J1Br 
SOURCE - Sterling Wirrihrop. 
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SOURCE^ Abhort. 
316763 



CZ1 H37 F NP CM S2; Mel wb ASA£B<3 

ACTION- A croup I meiabdroplc gltrtamate receotor 

ITC? T t f rtU '"' EaNA CBIIS - Potentially umn fa? 
Bypass opRrnHms 0 , poor blood supply, epinal oord 0 „" 
head trauma, hvotma caused fay pmnwnny. Card «c 
am* hypoglycemia, Ai«hei, m < s tlkaase, HUfUwnDn's 
S5SS ,stoal 6C,e ™ te . AIDS demcnfig,Vye 

h,«' 1 f^ l "7 ,h : E*™ 01 *™ ■* commons which 

bad hi gluumotc dBffetency Junction* ,udi miJSCffi 
spasms, eonuulelons, /n| flr a|n e , urttrjry incandnwcs 

£2E 111- ^ a™ 6 "™' n»s«hwi». 
vomiting, dyatanesto B i,j itooresaoa Oflw exempMiad 
sulFonylpynfcBdine darfvatives are; p 
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316777; C20H24FND3S 



SOURCE- Roche. 
REFERENCES 



315794 

teIrnhydfoqLj[oroeannfi-a f 3-c(Krt*c 
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— -N' 

C11 Hfl NE 05; MOI vAi 

ACTION - Glunsmate onwgoriwl wflfi ^ aoUVRy 
Wlnst AMPA rttetforc and the glycine aite oi NMOA 
recBptors. Hotamiany i^nFt/i for the tracmom of cerebral 
(anemia, chronic neurodegenerative disorders hrMvflnn 

Atehclmcr'a dw©i»e, Partdrson's Ui^^n yntf Humlnq- 

tone disease, seizure disorders, schizophrenia, anxiety 
rain and druo gpusa Anrtlhnr wemprrfied o,uin»caano- 



315705; C17 fF7N5O0 

Pfizer. 
REFERENCES 
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C17 H12 NS 0; MoJ WC 316.3228 

A s^tafiy claimed compound irom a group 

of Indolo[i f 2 oJquIntealtn-5-one dorivadv©* effective as 2 
pnly(AnWbwe) polynior**, (PARP, NAD* ADP riboayl- 

transferase) Inhibitors. Potentially hurtd w th* treatment, 
of * brad range of wiiUiiiucw friduaina apoptosis, neural 
bctoq damaflo rojcvltfnfi from fochflmio-ropBrftj*km liijuy 
nfiurcflflfliCT) nnrf neurodegenerative dieordore cyon Jo 
AWieimw's disease, Parkinson's disease, multiple 
pejeroab, oic., vascular stroke, cauUkivsiscular dlsordeis 
wfcjo>i5 myocardial infarction and unstable angina, age- 
related macular rifcoftrmrsT'ion. aids, arthrine 
«theixraiftn»fes, mtfiwcja, cancor. diabetes, head and 
spina com trauma, immune senescence, toflarnmaiory 
nnwRj nwoitteps, osteoporotic, pain, rap^l failure, roUnaJ 
Ischemia, eopac shock and sWn arjino. 

SOURCE Novartis. 



316188 

JV(a l^propyl-Wtetmroi^r^z^pl^ijyidw^rnlae 



ACTION- Mewbeuttpiv giuiamiiie receptor agonist oiwno 
an Ep sn of 0,100 pJU usfog rat mglu lft receptors expressed 
m bdNA cell*. PoicmtiaHy useful for (ho treaimGmor qeuto 
4nU dfrgnto neurological disorders sum ad restricted 
brain function caused by bxR^optJiaiiuiis or OcinsDteni 
poor blood supply to the brain, hood and spina} oord 
trauma, hypoxia caused by nrfcgnsincy, csrcfiae arroct 
hypoglycemia. AUIrdrrwrs disease. Huntington's chorea 
amyotrophic lateral oolorroia, AIDS dementia, eye thjuii 
retinopathy. cosnrtrVo disorder*, momory doflciUi 
suiiwwphrenia and latopathic or medicament- related 
porWnaonfsm. OBiqr awmpliTied (uuazula Qerrvatives are: 
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SOUBC5- Roche. 
REFERENCES 
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316201 

Af-[a-cz,4-Uteo-z ( aA5 t 7 P oMiexehydro-l/f-thlopyrano- 
(4 t 3-u3pyrlrnldln-i-vilDropy|J-/V-metnyipyridlnfi-a- 
cuIFon&mido 



C16 HZO N4 Q4 Sft MoJ wt 386^4900 

AC770/V A poly(ADP-f(boac}polymera5e (PARP, NAD' 
AnP-rrrOTsyferanateniBe) inhibitor that dfeplgyed an ICm of 
0.Q4 UM agamsr kahp, and war shnwn to protect 
endoihsljal crib from HjO a -lf rtluo?d ftnodtv wlm an JCU 01 
0^5 aM„ Potontiaily uoftfu] for trw rreotment of iwhoinV 
repenusion injury. Other exemplified uracil derivatives are? 



cia hid kg o; Mol we oai^oei 




1^-215490 
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ACTON Neuronal injury inniWiorwlin actual niuun^nism 
of acton; It anta£}C«/zes both AMPA/kainate and NJMDA/glj*- 
eir» rwwpiora, wHh K, values lower than l mcM and a rjmo 
of K* AMW*t wMDA Of 0-60 In Xenapua uu.710 prepara- 
tions, A specifically claimed compound ^Iihln a carles of 
3^Mc^l^ino^|1^-qulnoHfwuv» derivative*, 

sconce - aoir 



I Corel, A ad [Aonticuu 



CNS-1086 

^-p-Bhy^pncrTfl) A/ 3 - {1- naphthyflguanldlna 




C19-H1P.N3 \ tiei wr aagjfl 

ACTION - w*n»ai nAunopratflcuvB scent r&Jaiea ic 
CNS-t 102 1 , NMDAiu^wrantagorii^ihatsjcto aaan ion 
channel blocker, as doinon^Aiilod in binding studios using 
FHJ-MK-Wn 9Pm = 38.5 flM). 

SOURCE - Cambridge NouoScaenea. 

1. aohjtk cU-^aL ^imbiMa9 N«um£d«»i. inc.) fiufiBta gwrtiftinr*/tf darfra. 
wwwi is MUigBi flrwuTDfrartanrnor reHw»™/i>u«t wiwupJote^ fty/tannino 
ntuaaatBtatt mimta fifecum. IW REM'. 



cxi-casveff-iW, 
B^rOdQcahydfoisoQuii 



i^TebOTSl 5-yiJ- 
8Cit3 



C13-H21-N5-02 ! MdI WC 27SL34 

ACTION - rwent. onmpotitNo, tataetivo and syctomicaily 
active AM PA mcapior antoflonteL mas snowed an ICw or 
ft,ai s 1.23 rr^-M rov displacement of fl Q-AMPA binding 

[n rat cortical slices, compared to respect values of 26.4 
± and W7 * a rncw tor OBpiaCemeru of pHU-CGS- 
16755 (NMDArwMpiora) and pHJ-kaWc acta binding, wnh 
no affinity tor cjyolno recapiora, Compound antagonized 
AMPAJndunfjd dapoteri2anon3 in rat conical slices win an 
ICaiOf 6-0£ 1,0 mtM and & pA* of &37 » 0.02, being 5- 
to to -foH low potent against kaintc acfcJ- and NMtuuft- 
diicad dspolanzat/ons. to *i vjvd assays, h (nauvud Uu$«- 
U^aendent Inhibition of AMPA-Indyeed rfo/itfity In nice 
(Ea*>- 3,6 mg/kg Lp, 3D m!n before iRsKng) qnd hlnf*p.ci 
maximal BlacnroshOCk Bfiburea tn mice (EDsc * 9.0 mg/kg 
i*p. SO mln before tcartlnfl) , w<ih no affect on N MDA- Induced 
lethality and dlaupUan in the horizontal screen assay at 
monsrdasasiEOso- 19,6 mg/Kg u>. 30 mlnbefo b uaAlno.) , 
irniiuaCng a good separation between ftOTpcutio doses 
and ihces producing sfde effects. 

source -Ully, 
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198235 



^ {PhoephoTV3meinyl)-1H-b^mid^lo-2-carb^ 
add 



ox 



; Ifel wt 256.15 
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ACTION - Agent for the weotmanl of neurotoxic Injury csgo* 
ciaiad with anwdfl or lschamia lowing strate, ca^Uac ar- 
rest err perfnatei aspnyxia: an nmda receptor antaoonlm 
wOha Kj ■ i£ mcM in the pUJ-flUnamaiB klnditg essay, 
wteraaaKiwas n 100 mcM whan using pHHotatoac *q 
Ugand. Significant /& V/VO antiscriBmic activity vraa df&nnrv 
strated in a gerbll torebraJn ischemia assay when given in- 
Wperltonaally at dom of 300 and $00 mg/kfl, 3 a mln prior 
iDwrcala ocawica Compound aisq axniwiad Arrifcnnuui.. 
aant acUvfry, as demonstrated by inhibiting dI«d/ocunvitii 
yJvg shock in mton and Oy protecting agarngfe motor fLmotion 
impalrnmeradosecaf 56m0/koaft. Araprnwrtettweajm- 
pound tram a wld» aerto of apecinc^iiiy daimetf cliauiu- 
contfilnjng bsnzimldazais dertvaiives, whan&ln trio follow- 
ing eiia iraUidwJ: 




200776* CiQ-Hft-KlO: HI e S^uat^l 

R2- SHafjawjlyi-CMS, R3~R4" H 
200777: Ctl-HlO-Nifl? R1 = 6-totaoIyl. 

R2- 6 Wrtitolyf-CJ [£, RS- M*. R4- h 
200773: CII^HS-CHNlO! B1 - 5-tetraiGlyl. 

R2- 5 WtWDlyJ-Cll2CH2. H,R4 = Q 
20077% C9-H»-Nl0:R1oR2a S-totiwnltat, R9=FU;s H 
200780: C9-H11-N8-0-P: Rl a 

R2-* Crt^UlNHZJZ R3-R4 = H 
2007*1: C10 H13 NB-Q-P: P1 - S-te&ardyJ, 

tit* O«P0(NH2lZ R3t fife. ftf- H 
200702; C10-X1S Ct N0 • O-P; nt - fr-tetrazoM, 

200709; CiQ-4frt-NS-0-F> 01- 5 wrmajM, 

$00764: Ct1-HlB-N9-0-R: R1 w &-totr«c^ 

«2= <CH2)3PO'NH2}Z, R3-R4- M 
2C07H5; Qt1-H10-N2-O4j Rl - C02R ft2* CH2CQCH 

H3-MO.R4-H 
2fi07aS;Cl1^Hl0-N2-O4: H1 - CCQK R2- (CHS^CQSH, 

R3-R4- H 

20O7S7:Cl2-Hn-ra-M2-O4; Rl = C02KR2- 

no-UM-ct 

ZflWft C9-H6-N2-04: R-U R2 a C02H, fi3-R4 = H 
20076*, C10HW-N2-O4; pi*^R2= C02K, R3 • Me. R4 «« h 

source- 
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8-Bfor,ift-5J1Jl.Metrahyeli'o-1H-py m >lo[1.ia cfetaui- 
no*ailne-2£-<Jiont» 



ACTION - Aaam ror iha crura jtton and traarniarn of naurr* 
(fegenerallve disorders, a selective antagonist of cJutamats 
rtcqtm ubl^wngly inhibite both pHJ-MK-BO 1 binding 
and pHi^yctna wooing id ma rar oraji synaptic mem* 
tone trepeiBtion. too claimed for tea usb as fiu rttlQGslc, ar> 
tidopreraant, anxlol/tic or antipsychotic agent A com- 
pound within a wlda aeries of aitampJifted irfcyotio 
qu«noxa(lnBdianr> d«rfv«t(ves. wherein ITto fufliw^ng bib In- 
cluded: 
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Cl2-H9-Br-W2-04tR*= 

Br fM-O&n- 
Ct3-HH-8f-N2-0tRi 
Cl2-MD 9r N3 

ci9-me-tii~M3-u3: Rp 

C20-HlB-&~M3O3:n- 
CU-H1Q-BT-N3-G3; R= 



C02H.n- i 

■ CONHCH2DH2Pri,n» 1 

* CH2MH2,n- I 

: CH2COHMf5H5!Ph.n« l 
- NUCONHPh. ii- 1 

* C02MK n» 2 
CQ2! I,n- 2 

* COfMHCH2Plxnn 2 

. C0MllCH2Cfl2Ph.r»B z 

^C0NH2 i n=2 
» W12NH2.n-2 



SOURCE - Sirmiiomo. 
REFERENCES 
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C31-H40 DBlMalwrit&tOXtt 

ACTION Cofcbfoproroeiivo ogont teolaied u \m \ AspatQit- 
tU8 veracator f=S015. which pfotntfos ihg pfedueifon gf 
narw Qfxswih facto- (NGF) by 2SS% ai a03 nteo/ml In 
mousB flbrobiaete. Potomfaiiy useful lor tho creaimfint of do- 
manna. AnDtfwr Bpecrrcauy cJaimed dacalln ddrivatcva is: 
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SOURCE Shionooj. 
REFERENCES 
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/V-Mothyl-W-ts-mfltliyi-y-nitro.a.s dioxo 1.2,3,4 
ffitmhyrtn^iinrwafin^meir^W'-phenyfijf^a 




C*8 Hl7N505;MtfwU 3*3.3633 

ACTION- Automate receptor antagonist acting at AMfcA, 
kain^m and. particularjy, the glycine binding site ot nmqa 

receptors {iCjp « aia. ate and u_uua hm, respective^). 
Cltfmcd For fie uaaimeni of aUuiw, otireoial hypoxia/ 
iachemb, Al^mcr'a dbcage, rarWneon'o diaeewe and 
WtinfenQton^ dfe*^,, Within thta freriat of aqbslrtuiad 
auntw2flttie-2,3-cfiQnes. me rofiowrng are also indjjdmi< 
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pyrazIne-1 (Kcarbosc/Dc acid ethyl ester 




cie his N3 o3: moi wc ztezaei 

AC HON - tsereoral fimiisjihftmlfi wid n^urnprribjKUh/e 
agent, Hit ampa rycupior antagonist that also sets as a 
HDficompeb-tiva fllydne^te NMDA receptor «rtW»«t. 
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30IMCE— HI iflriii-Poulenc Rarer. 
REFERENCES 
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01 $ MTO a M OZ S; Mol wt 303.7*30 

action - ppteni ana specifte amaflonta at me 
otrydrminft-inaanaWve glycine binding site cm Ihe NMDA 
receptor complox. ropofiod to po«seaa good CMS 
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or prevaniten of ischemic, hypoxic or hypouhwmic CNS 
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I on^convuisam, anaigegtd, antidapresMnt, anxlo^ydc and 
\gntipeychoG& agent A roprseenfativo compound front a 
lfierie<i of qulnoiinic Ridrtde dRrtwatiwBS. wtinrpAn ihe 
followlnq are also included; * 
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ci9.rt22-cwMa-c«-«: moi wc 391.91 

choBneiglc compound also useful ror me tieamwru or 
tomaj psychosis and oastroffiteatinal mot% 
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TREATMENT OF 
CEREBROVASCULAR DISEASES 




2S744S 

JO 

t^H^iZ l 61 ^^ arvd nonecmpotfUvc NMD A receptor 

sUa a***'*** «th the NMDA 
™^L MmpU !.*' C5 ?"P ound hte «*** the rtapuns* (a 
WMUA in rai cortex slices (K^ < 150 uMj and displaced 
PHK-WS560 Binding toifle snvchnine-oifienaitiw at* m 
rm ferebrqJn membrane* (IC W * SO |iM). PoisnfcaUy itturul 
in ireomifcnt or prevention of ncuiodcacncmlfve dienr- 
deis Atieh Aft s^mkH, rw^hrar tsetomia, epfcp&y, 
Hunpnflion's chorea. Atzhermefd disease, Paridnson's 
diapaao and anwiA, 



pNfl Dflla ftoporl 1990. S6fZ) 



SO WC£- Merck Sharp & Dohmik 



257717 

4-(4-Ohrofopncn/lh(rinethoxy-A/ f 1 -dfmatM-1 ( 2iJ»)iy» 
drophlhalazin^a-carboxamfde 



Cl&«18-CHC3-02: Md Wfc 343.81 

AGTtON- A rroncuii^Biaiw AMPA receptor amacjonlsi 
potentially useful in the treatment <rf neurological and psy- 
chiatric disorders such a* Porfcinecn'o disease, 
Aimer's disease. ttiintfc*fjfnn , $ chorea, hypada. ana* 
ia, hypogfycftnifei, siinke, epilepsy, schizophrenia and 
miflralns. Another specifically claimed compound from thfs 

SeHes ol phthalaairt© flgrrvatiuoB ie: 




SOURCE- Sdrctiug AO, 
REFERENCES 

l.CmE.A£l Bering «S) PruWiz** Otuhc^ fhmpmfivi\m $r*u»ft/ 



2 (7'Nnro-S i 0-tfcwO'i .fi.O^-tQTrahydfoqulna^iiiii-a^yl- 
maihylaminoJNraoic acid 




ACTION - Dual gtycirwraifc NMD /v and AMPA retailor 
antasohistwfth respective lC w valuce In binding maaya of 
0.05 m rXQ2 awl afW + nOI |tM. Potentially useful as a 
neuToprDtecUve agent or tor me treatment of epilepsy. 
Another compound Irom this aeries of 5-aryl- 
aminoTnc^ytqulnoial'rfic S£ dienes with actedfrtty for the 
glycine binding stie of the NMDA receptor Is: 




258858: C1*Hl2SO«&04 
fifOUfiCf-NuviinJs. 

i. Ann, p. 4 <noth£«>/ /vu m ^^ra^i^«ivii^ft>«rt>our«iain^ dona 
WO&703f$S. 



|0K wn: «M/vf «ffitt»M«f 
«fl flow MMZMOVrtft MdtNFk Mlaoaasts. taofQ Med ClMin Ull aflk 7L 



263859 



l^NItro-^S-dioxo-I.MAtelrahydroauinoxafiri-S-vl- 
mathyl)pSpondinB 4 eaibcxyrie acid hydrobromide 




action - Potent and selective AMPA receptor antago- 
nist, as shown in binding assays = 0.Q? uM) k wfih 
good water solubility. It exhibited significantly weaker 
activity at the glycine binding site of the NMDA receptor 
((Co, = 33 pM). Compound prnvid^d protection against 
etearoshuuk-iiKJuL^U convulsions in mice ftim moaerate 
potency {ED to - 4* m&/kg up.), but ataxia was obseived 
at doses near the ED^. 

SOURCE- Nevarfo. 

REFERENCES 

2. Autoncn, YR or aL S^ipta^jfytata^ mmI flta* or 



CNS-5161 



22B55Q 



AfH^htorc^msthytofr^ Af« p- 

(metfiyeutenyijpnwiyiiguBnidlrts 



J* 



Kc" 



Hydrochloride salt m.p. <CL 



HEK4BP 



239917 



PofypBplidB that binds to theHEK4 receptor 
HEKS4-Dlndlftg proMn 

-or;f tf-Hv-Nhto meepior-bindlno Drolem that tuncte to one 

ui .iiuic of th* EPHHIte receptors, partfcWarfy to HEK4 
receptor. Tha polypeptide b useful for modulating the 
growth anav Df d&tefBfrtlaBon or a vanery of liesues, tor 
jxarnpfa fo/w kliiuey, lui Wl skin or neural tissue, And may 
bo ucoM m (ho treatment of CNS dteordarc such as Alz- 

hRmwtf's tfaaasa PFtrfdruMrfe Disease, muitiols saerosis 
andqpird and b juiy. and for 1 the regene/afton of cfamwad 
tewes. Antagonlslsof ttuspoiypeplide maybe useful frithe 
trastmant or cancsr. 

SUUHOE-Amven. 

REF&itiNUtS 



YM43B35 

0, i 3-dtaza-4 ( i7*dIa*onlaeteot?ane dlctiiqijije 




C444^-O2^froa r uoi wc 810.17 

ACTION - Oognffion-enhancrng agent extracted from (he 
sponge ap,, with Wert affinity for (fa l\Mypo calcium 
crianwi (it^pi a n« um against n^j-m^onoiDjdrt Wndintt. 
AnciMffr tetaazaEicasane compound from Ihts source Is: 



TREATMENT OF CEREBROVASCULAR 
DISEASES 



-99793 

C-K*s-AH1 <3.<-OicniDmbenzyl)irid3n-2-yO-A^m8inyh 
aiiimti iiydrodiiorfcfe 



OH 



action - Agmf tor ihn treatment at iscnemia stroke a 
elriyla mikutiimw uf a knimit neuronal calcium antagonist 
proven to induce 99% inhibition of plateau Ca?» currant fn 
surmrlorcflrvicarfiiinDTfan neurons CrV- type calcium curmnl) 
aj a concentration of 5 mM. It is reported fa significantly 

attenuate hlctcloflloai damago fci eorebrai icehomic reooaJc 

using gerbte and mice. The other single enantiomeric 



249*51; OT7 Hiy.CIC-M.HCIi frr) efc-iacmer 

SOURCE - SmithKUne Bewham. 



YU4SG3fi P41105JJ G22-H54-C12WV5 
REFEKNGES 



240624 

4^Di<^ten>fH/>^rten^ / «ndo1o-fi- 

Carbaacyjlc aad 



Cie-H10^e-N5^33;Mol wl: 373.1 9 

ACT/OA/- An NMOA antagonist Arfinrj aMhfi strychnlne-in- 

S??H2SJ ,,S I* W b » lirsr| 9 *H* and structurally retoled to 
Gv-1 50528. for use in the treatment of CNS tfteonJera such 
as siroka. HUnflnotorvs flTsoase. Alzheimer* disease and 

neunnrauma, Its affinity CpK r - 7.7) Ic Interior to that of 
GW BnsPB tnKj»a.S). fimli displayed good in vrVoaciMty 

ui mk* against NMDA-indaeca convuWoru? {EDgg •- D.2 
mg/kg U; EDsd GV-15Q52S - 0.06 mg/Kg m 



SOUHCE-GUdto Wenuunits. 
REFERENCES 



240961 

^,V" T *trahydtofeon'^noun*7«yi}cafl»fnimldfifJ liaiu 
add «nyi ester 



•CO" 



ACTION - Agent for the treatment of neurodeganaTaiive 
disorders ihm Ufepteys neuron nitHn oxide synthase 
(MOSj-inhibtoiy activity (ICgj < 10 pM); compound dis- 
play ed a jjoori ifeval « selectivity as it InhftteU inducfaja and 
errfotftetfai funics cf the enzyme et eanocntratfonc at to&st 
10 HmoB higher. Otafcpacffically claimed hlcydic fedthjo- 
urea derivatives include tne foiluvvlna: 



- Agenc Tor the Liniment of neurodegoncrolive 
CUfiOTtters, art Inhibitor f both catpnin I and calpaln II 
as 0.384 and 0.59O fiM r respectively, using enzyme from 
human rythracyte*), wan negligible tortfofluiy acewty 
against other protease sutsh as cathepain B, trypcln and 
U luimoTyssin (ICso> 200 nM). Compound proved affective In 
proTdoting aga!nfl[ih0to*icenecisaf AMPAtoPunVr*facefla 
in eomhenar slices, and against the effects Of oxygen/glu- 
cose deprniHiIwi in kfel rn* cortical odi cultu/se. Other spe- 
dfiBOlly olaimad a-eubsftuted hydrnTirtRS mcludfi the fol- 
lowing: 




241510; 011-1 m-a«N4 o& R1* ci fq- m* 

9AIA11: C1G-H13*0i<-N4-O2: R1* Br, R2= Ph 
2415121 CltH I1&-C&.N* Ofis Cf, R2- 4-CS-Ph 

SOUnae - Wamer-Urnbert. 



F0RM08ACTIN 



242637; C3Q-KSW-CI.U3.B: H1» El. S^PTtCHZNtMe). 
AsOoruJ 

242638; C14-H20-N2*S: Rl=- B, R2* We, OiZ 
C13-H1WVZ-S: fl l =R2* Me, A- CH2 

S0L/flC£-Assra. 
REFERENCES 



240999 

2-ChlUfvrA^3*0XCr4-phfi ny< - 1 ,2.3 J-lolrahydroqutnaya» 
lin Z ylidanQ)^C0l«hydra2idB 



6 



C1 frhl3-C*N4<* ; Mot wu ase.70 



240O23 

6WA*HyUiuAyfcflTiamKfe^^ 

methy/oxa^M-ylcarboxarnida^he^nnJfi add 7 -[HAH I' 
hydrDxy^^xopefhvdfDazepIn-^ylluirbaiTioyiJ'i-rncihy^ 
ethyflUucyl ester 

NO-ZU 



iCnA^ oh 



tWH»/-N5hO 10 J WM VfU 740.80 

Wtfepowtf*/, I v.p. OB-72 n O (decamp J, [ah 23 ^ S° (c 7 A 

Mem}. 

ACTION - Wouroproieetius© agnnt and lipid peroxidation 
fnhUWor isolates Trom the mycelium of nfoeqftfcaap. NDfiO. 
(Hi il ifttod tee mdicnJ- indued fiptd ppTOwd^tion "m raf brain 
hemagenates wtlh an IUeq of U-65 MM. bell»9 nmre paierrt 
than buevteted hydroxytoluene (BHT; IC50 = 1ia |iM). 

fa add-on, itprofected against L-nTiitamatE ipXlOtty m 

neuronal hyjjridorm nts-BE* to (eo £o «= 0.017 jiM| 
and inrOblled Uuthlonine satfoxlmlno-srtduwd apoplw tn 
Iheoa eclte (EC 30 - 0J572 jiM^ 



